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REMARKS 

Applicants* representatives thank Examiner Peselev for discussing with them on 
September 28, 2005 the status of the subject reissue application, and the PTO's allowance of 
application ser. no. 10/652,655 ('Ihe '655 application"), assigned to Pfizer, Inc. The subject 
reissue application seeks reissue of U.S. Patent No. 6,365,574 ("the '574 patent'*) assigned to 
Teva Pharmaceutical Industries Ltd, 

During the course of this discussion, Examiner Peselev stated that the PTO has decided 
that there is no interfering subject matter between the claims of the subject reissue application 
and the '655 application. It is Applicants' understanding that the PTO's decision is based, inter 
alia, on the 37 C.F.R. § 1.132 Declaration of George Quallich ("the Quallich Declaration") filed 
in the 6 65 5 application on September 12, 2005, 

Applicants farther understand that at Pfizer' s urging, the Patent Office's decision not to 
invoke an interference is based on its conclusion that the '574 patent does not support claims 
directed to "substantially pure" azithromycin monohydrate hemiethanolate. In its various 
submissions to the Patent Office to that end, Pfizer has taken contradictory and irreconcilable 
positions regarding the proper interpretation of "substantially pure." However, as discussed 
below, the '574 patent and the subject reissue application supports claims to "substantially pure" 
azithromycin monohydrate hemiethanolate whether the interpretation of "substantially pure" is 
based on consideration of (1) bulk azithromycin monohydrate hemiethanolate or (2) a single 
crystal of azithromycin monohydrate hemiethanolate. 

(1) The '574 patent supports a claim to "substantially pure* 

azithromycin monohydrate hemiethanolate based upon consideration of a 
bulk material 

Applicants understand that claim 124 of the c 655 application has been allowed and reads 
as follows: 

124. A crystalline form of azithromycin, wherein said form is substantially pure 
crystalline azithromycin monohydrate hemi-ethanol solvate. 

The fc 655 application states at p. 5, lines 22-25, that " 4 substantially pure' . . . means that 
the designated crystalline form contains less than 20% (by weight) of residual components such 
as alternate polymorphic or isomorphic crystalline form(s) of azithromycin." Therefore, the 
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recitation in claim 124 of" substantially pure crystalline azithromycin monohydrate hemi- 
ethanol solvate " (emphasis added) requires that the purity of the crystalline azithromycin 
monohydrate hemi-ethanol solvate (also referred to as "azithromycin monohydrate 
hemiethanolate") be greater than 80% by weight 

The Quallich Declaration, % 4, states that 100% pure azithromycin monohydrate 
hemiethanolate has an ethanol content of 2.91 1 % by weight. At H 6, the Quallich Declaration 
states that, based on ethanol contents ranging from 1.52% to 2.3% by weight in bulk 
azithromycin material made in accordance with seven repetitions of the example in the *574 
patent, the c 574 patent discloses that the wt % of azithromycin monohydrate hemiethanolate in 
these bulk products ranges from 52.22% to 79.01 %, with the average of all seven repetitions 
being 70.77%. The Quallich Declaration at ^ 6, citing an article by Bernstein et aL, further 
states that "a single crystal is not considered by a skilled artisan in the field of crystallization to 
represent the bulk material." The Quallich Declaration concludes, in If 7, that "the Singer 
example [in the '574 patent] does not produce substantially pure azithromycin monohydrate 
hemi-ethanolate or azithromycin monohydrate hemi-ethanolate as stated in the August 22, 2005 
declaration of Judith Aronhime." 

The Quallich Declaration bases its conclusion that Teva does not disclose "substantially 
pure" azithromycin monohydrate hemiethanolate on analysis of the ethanol content in Teva's 
bulk product. However, the 4 574 patent expressly discloses a bulk azithromycin material having 
an ethanol content that, using the calculation method set forth in the Quallich Declaration, 
equates to a percentage of azithromycin monohydrate hemiethanolate that is greater than 80% 
(by weight). Thus, the '574 patent supports a claim to "substantially pure" azithromycin 
monohydrate hemiethanolate based on consideration of ethanol content of a bulk material. 

More specifically, at col. 2, II. 27-28, the '574 patent states: "Preferably the ethanol 
content is between about 1,5%-Z 5%r (Emphasis added,). This range of ethanol contents is also 
recited in claim 4 of the '574 patent. Thus, the 4 574 patent expressly teaches bulk azithromycin 
monohydrate hemiethanolate that has an ethanol content of 2.5% (by weight). The Patent Office 
has held that an endpoint of a range is an express disclosure of a single value. See Ex parte Lee, 
1993 Pat. App. LEXIS 13 (B.P.A.I. 1993), 31 U.S.P.Q.2d (BNA) 1 105, 1110 ("We discern no 
reason for treating the specific value disclosed in the reference as the lower limit of a range any 
differently from any other single value disclosed in a reference."). 
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Using the calculation method set forth in the Quallich Declaration, bulk azithromycin 
monohydrate hemiethanolate having an ethanol content of 2.5% by weight contains 85.88% by 
wei^t of azithromycin monohydrate^ [(2,5%/2.911%)x 100 = 85.88%]. This 

bulk azithromycin monohydrate hemiethanolate, as calculated using the Quallich method, is 
"substantially pure" because it contains greater than 80% by weight of azithromycin 
monohydrate hemiethanolate, 

Therefore, the express disclosure of the 4 574 patent supports a claim to "substantially 
pure azithromycin monohydrate hemiethanolate" based upon consideration of a bulk material. 
Indeed, as mentioned above, claim 4 of the A 574 patent and of the subject reissue application 
recites an ethanol content of about 2.5%. Therefore, at least this claim is directed to the same 
invention as claim 124 of the *655 application. 

The Quallich Declaration bases its conclusion in f 7 that "the Singer Example does not 
produce substantially pure azithromycin monohydrate hemi-ethanolate" on the allegation that 
none of the actual working examples, i.e., "Batches A-G " reported in Table 1 of the "574 patent 
exceeded 80% by weight azithromycin monohydrate hemiethanolate. In sharp contrast to the 
'574 patent, the '655 application does not disclose the weight % of ethanol in even a single 
actual example of bulk azithromycin monohydrate hemiethanolate. 

Instead, the '655 application presumably supports its claim to "substantially pure" on (1) 
its broad disclosure, e.g., at p. 2, lines 15-16 of the '655 specification, that "Form F [i.e., 
azithromycin monohydrate hemi-ethanolate] is further characterized as containing 2-5% water 
and 1-4% ethanol by weight in powder samples. (emphasis added); (2) its description at p. 15, 
lines 3-1 1 of a process for allegedly making such a product; and, (3) Example 2B, which is 
merely a prophetic example. 

Like the '655 application, the 4 574 patent discloses (1) a range of ethanol contents that, as 
set forth above, expressly discloses, by the very calculation method set forth in the Quallich 
Declaration, a bulk material exceeding 80% by weight azithromycin monohydrate 
hemiethanolate; (2) a description of a process by which such a bulk material can be made; and, 
(3) an example. Unlike the '655 application, however, the example in the 4 574 patent is an 
actual working example. 

Hie Patent Office cannot, on the one hand, require that the '574 patent contain an express 
disclosure of an actual example that produces "substantially pure" azithromycin monohydrate yet 
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allow such a claim in the '655 application on disclosure that, in substance, is no different than 
that in the '574 patent and, arguably, contains even less support for "substantially pure" 
azithromycin raonohydrate hemiethanolate. 

(2) The '574 patent supports a claim to "substantially pure" 

azithromycin monohydrate hemiethanolate based upon consideration of a 
"single crystal" 

The Quallich Declaration states that a determination of whether an azithromycin 
monohydrate hemiethanolate is "substantially pure" must be based on a bulk material. However, 
earlier in the prosecution of the '655 application, as explained more folly below, Pfizer took a 
position that is in direct contradiction to the statement made in f 6 in the Quallich Declaration, 
referred to above, that a single crystal cannot serve as a basis to determine whether a material is 
"substantially pure." Regardless of Pfizer' s contradictory positions, the '574 patent would also 
support a claim to "substantially pure" azithromycin monohydrate hemiethanolate based on 
consideration of a single crystal. 

During the prosecution of the '655 application, a claim essentially identical to claim 124 
was rejected over the '574 patent In an attempt to antedate the '574 patent, Pfizer filed, under 
37 C,F,R. §1.131, the declaration of Joseph E. Mertz ("the Mertz Declaration"). The Mertz 
Declaration included, as Exhibit 1, a "Single Crystal X-Ray Crystallographic Analysis" of a 
material alleged to be "substantially pure Form F azithromycin." In complete contradiction to 
the position it now ta kes that "substantially pure" cannot be based on analysis of a single crystal, 
the Mertz Declaration based on analysis of a single crvstaL states, at If 4. that "substantially cure 
Form F was made and characterized " prior to the effective date of the C S74 patent Indeed. Pfizer 
has still not provided the Patent Offi ce with anv evidence of a bulk azithromycin monohydrate 
hemiethanolate product that is "sub stantially pure", i.e.. containing greater than 80% bv weig ht 
of azithro mycin monohydrate hemiethanolate. 

Although 1 6 of the Quallich Declaration argues that it would be improper to conclude 
that a bulk material is "substantially pure" based on analysis of a single crystal taken from that 
bulk sample, it implies that Teva's bulk product would contain such a single crystal of 
azithromycin monohydrate hemiethanolate. 
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Exhibit 1 of the Aronhime Declaration filed in the subject reissue application is a report 
of a single crystal analysis of azithromycin monohydrate hemiethanolate that Teva conducted on 
a single crystal made by the method disclosed in the example in the '574 patent Therefore, to 
the extent that Pfizer' s '655 application supports a claim directed to "substantially pure" 
azithromycin monohydrate hemiethanolate based on single crystal analysis, as submitted in the 
Mertz Declaration, the subject reissue application also supports a claim to "substantially pure" 
azithromycin monohydrate hemiethanolate on this same basis, 

In view of the foregoing, the Patent Office is respectfully requested to reconsider its 
decision not to declare an interference between Pfizer's *655 application with the subject reissue 
application. 

The Examiner is invited to contact the undersigned at 202-220-4200 to discuss any matter 
regarding this application. 

Respectfully submitted, 

Date: September 30, 2005 



KENYON & KENYON 
1500 K Street, N.W. 
Washington, D.C. 20005-1257 
Phone: (202)220-4200 
Fax: (202) 220-4201 




Neil ML McCartt 
Registration No. 
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